Complementary DNA clones encoding the human kidney epidermal growth factor (EGF) precursor have been isolated and sequenced. They predict the sequence of a 1,207 amino acid protein which contains EGF flanked by polypeptide segments of 970 and 184 residues at its NH 2 -and COOH-termini, respectively.
INTRODUCTION
Epidermal growth factor (EGE*) is a 53 amino acid polypeptide that has many different biological properties(l). In vitro, it is a potent mitogen for many cultured cells and in vivo, it stimulates the proliferation and differentiation of skin tissue and corneal, lung and tracheal epithelia.
Daily subcutaneous injection of EGF into newborn mice accelerates incisor eruption and eyelid opening as well as causes a marked stunting of the animals with an inhibiton of hair growth (2). ECF also inhibits gastric acid and pepsin secretion and stimulates gastrointestinal cell proliferation (3).
The mouse EGF precursor is 1,217 amino acids (4-6), which is unexpectedly large considering that EGF is only 53 amino acids. The EGF moiety is flanked by polypeptide segments of 976 and 188 amino acids at its NK^-and COOHtermini, respectively, and lies on the NHj-terminal side and immediately external to a hydrophobic segment that may anchor the precursor in the membrane (7). The precursor is processed to EGF in the submaxillary gland, pancreas, small intestine and mammary gland (2,8-11). However, in the kidney, the precursor is not processed to smaller peptides (8) 
MATERIALS AND METHODS

General Methods
Standard procedures were carried out as described by Maniatis et al. (14) . Fig. 3) . 
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Isolation and exon-intron organization of the human EGF precursor gene
The human ECF gene was isolated as a series of overlapping DNA fragments that span -120 kbp (Fig. 7) . Twenty-four exons encode the human EGF precursor mRNA ( Fig. 7 and Table 1 3.
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Exons, protein domains and evolution
The introns interrupt the coding sequence in such a way that many of the protein segments are products of individual exons (Fig. 8) . 
